Tuberculosis remains a major cause of morbidity and mortality throughout the world and is reemerging as a public health problem in developed countries. Tests which differentiate Mycobacterium tuberculosis strains can be used to monitor disease outbreaks and to track sources of transmission and have a potentially important role in improved disease control. Typing of M. tuberculosis strains is of great potential value for basic and epidemiological studies of tuberculosis. Until recently, phage typing was the only available method of differentiating M. tuberculosis isolates. This method, however, is of limited practical value because it is time-consuming and technically difficult and relatively few different phage types can be distinguished. The IS6110 restriction fragment length polymorphism (RFLP) technique has been shown to be a reliable, stable, and reproducible method for differentiating M. tuberculosis strains (1, 3, 4) and has been used to study the epidemiology of multidrug-resistant M. tuberculosis among hospitalized human immunodeficiency virus (HIV)-infected patients (2) . The IS6110 RFLP technique has its own limitations because it requires the growth of the organism and then purification of genomic DNA from the bacteria. More recently, rapid PCR typing systems based on IS6110 or arbitrary primers have been described (5, 6) . The goal of the present project was to generate an additional PCR-based system for differentiating M tuberculosis complex strains and to test for a correlation of genetic variability with isoniazid susceptibility, geographic location, or HIV status.
Alterations affecting the katG gene of M. tuberculosis can result in the loss of susceptibility to isoniazid (8, 9 ated by various numbers of copies of a 75-bp repetitive element within the amplified region. Sequence analysis of the relevant region from three representative strains (H37Rv, strain 24, and strain 79112) revealed three, four, and five copies, respectively, of the 75-bp element (10) . The fragment sizes observed in our seven subtypes are consistent with the presence of one to six copies in subtypes A to F and the absence of the entire fragment from subtype G. Deletion of this fragment has previously been observed in one katG-negative isoniazid-resistant strain (10) . The 75-bp repeat sequences are present within an open reading frame, but the transcriptional status or significance of these elements has not been determined. Similarly, the mechanism of regulation and the potential significance of the variation in copy number remain unknown. Repeated passage of selected strains did not alter the copy number of the 75-bp repeat fragment, but further extensive analysis will be required to ascertain the stability of this genetic feature.
We have found that PCR amplification of the 75-bp repeat fragment provides a rapid and simple approach for differentiating isolates of the M. tuberculosis complex. The number of subtypes is much less than that generated by IS6110 RFLP analysis. Indeed, one of the subtypes (subtype D) in the present study comprises many different strains, as assessed by IS6110 RFLP analysis (Fig. 2) .
The frequency distribution of the strains was compared with the demographic information from the patients. There was no relationship between the pattern of subtypes and the geographic location or HIV status of the patient or with the isoniazid susceptibility of the organism. However, in the panel of isolates of M. tuberculosis that we analyzed, which were predominantly from the United Kingdom, subtype D, with three copies of the 75-bp element, accounted for almost half of the strains. Subtype E (four copies) was predominant in the limited panel of 12 isolates from outside of the United Kingdom.
In summary, use of the PCR-based system with a novel repetitive element described here may offer a way of differentiating subtypes of the M. tuberculosis complex. 
